IN THE CLAIMS: 



Claims 1-109 are cancelled. 
1 10. (currently amended) A compound of Formula 1 




Formula 1 



wherein 

n is 1 or 2; 

m is 1 or 2; 

Y is 0,~Sr SO or S0 2 ; 

RrfexooHrcoo 

Qalkyl, COOCi-C 6 alkylcarbonyloxyarylC r C 6 alkyl or a 5-membered heterocycles 
selected from the group consisting of: 
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R 2 is hydrogen; 

R 3 is hydrogen, C,-C 6 alkyl, arylC,-C 6 alkyl, C,-C 6 alkylcarbonyloxyC,-C 6 alkyl or C r 
C 6 alky lcarbony loxy ary 1C i -C 6 alkyl ; 

R4 is hydrogen, C r C 6 alkyl, aryl, arylC r C 6 alkyl; wherein the alkyl and aryl groups are 
optionally substituted as defined below; 

Rraad-Rs, are indopendcntlyi g hydrogen, trihalomethyl, Cj-Qalkyl, aryl, arylC r C 6 alkyl, 
C,-C 6 alkyloxycarbonyl, aryloxycarbonyl, arylC r C 6 alkyloxycarbonyl, C,-C 6 alkyloxy, C r 
C 6 alkyloxyC,-C 6 alkyl, aryloxyC,-C 6 alkyl, arylC,-C 6 alkyloxyC,-C 6 -alkyl, NR 7 R 8 , C,- 
C 6 alkylaminoC,-C 6 alkyl, arylC,-C 6 alkylaminoC r C 6 alkyl, di(arylC,-C 6 alkyl)aminoC,- 
C 6 alkyl, C,-C 6 alkylcarbonyl, C r C 6 alkylcarbonylC,-C 6 alkyl, arylC r C 6 alkylcarbonyl, 
arylC r C 6 alkylcarbonylC r C 6 alkyl,C r C 6 alkylcarboxyC r C 6 alkyl,arylcarboxyC r C 6 alk^ 
aryld-CealkylcarboxyCrQalkyl, C|-C 6 alkylcarbonylamino,C r C 6 alkylcarbonyl- 
aminoC,-C 6 alkyl, -carbonylNR g C,-C 6 alkylCOR, 0 , wherein Rm is NR 2 R, or C r 
C^aJJbdMiR^arylCrCealkylcarbonylamino, arylC r C 6 alkylcarbonylaminoC r C 6 alkyl, 
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CONR 7 R g) C r C 6 alkylCONR 7 R 8 or arylaminocarbonylaminoCi-C 6 alkyl; wherein the 
alkyl and aryl groups are optionally substituted as defined below-aml^. w 4s44R 7 f^- w ^. + - 
G^allcylNRjRs; 



Re areindopond o ntlyl s hydrogen, trihalomethyl, C r C 6 alkyl ( aryl, arylCpQalkyl, C r 
C 6 alkyloxycarbonyl, aryloxycarbonyl, arylC,-C 6 alkyloxycarbonyl, C,-C 6 alkyloxy, C r 
C 6 alkyloxyC,-C 6 alkyl, aryloxyC.-Qalkyl, arylC r C 6 alkyloxyC,-C 6 -alkyl, NR 7 R 8 , C,- 
C 6 alkylaminoC,-C 6 alkyl, arylCi-C 6 alkylaminoC r C 6 alkyl, di(arylC r C6alkyl)aminoC r 
C 6 alkyl, C,-C 6 alkylcarbonyl, C,-C 6 alkylcarbonylC,-C 6 alkyl, arylC,-C 6 alkylcarbonyl, 
arylC-CsalkylcarbonylCi-Qalkyl.C-CsalkylcarboxyC-Cgalkyl, arylcarboxyC r C 6 alkyl, 
arylC,-C 6 alkylcarboxyC,-C 6 alkyl, C,-C 6 alkylcarbonylamino, € 4 -G <t alkylcarbonyl- 
afHmeG 4 -G 6 a4ky4^carbonylNR 8 C , -C 6 alkylCOR, 0 , whejgjn^jsJ^TR^^ 
C^aJJcyJMiEs-arylCl-Cealkylcarbonylamino, arylC,-C 6 alkylcarbonylarmnoC,-C 6 alkyl, 
CONR 7 R 8 , G ^alltylCONR^ R^-or arylaminocarbonylaminoCi-C 6 alkyl; wherein the 
alkyl and aryl groups are optionally substituted as defined below afld-R-urHr^Rsref 



R 7 and R 8 are are independently a satur ated or p artia lly saturated cyclic 5. 6 or 7 
membered amine, imide or lactam or are independently selected from hydrogen, C r 
Qalkyl, aryl, aryld-Qalkyl, C,-C 6 alkylcarbonyl, C,-C 6 alkylcarboxy or arylC,- 
C 6 alkylcarboxy wherein the alkyl and aryl groups are optionally substituted as defined m 
the^eetien-of-defimtioH sbelow : or 

R 7 and R 8 together with the nitrogen to which they are attached form a saturated, partially 
saturated or aromatic monocyclic, bicyclic or tricyclic ring system containing from 3 to 14 
carbon atoms and from 0 to 3 additional heteroatoms selected from nitrogen, oxygen or 
sulphur, wherein the ring system is optionally substituted with at least one C,-C 6 alkyl, 
aryl, arylC,-C 6 alkyl, hydroxy, C,-C 6 alkyloxy, C,-C 6 -alkyloxyC,-C 6 alkyl, C,-C 6 alkyl- 
aminoC r C 6 alkyl or NR, !R 12 , wherein R„ and R, 2 are independently selected from 
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hydrogen, C r C 6 alkyl, aryl, arylC r C 6 alkyl, C r C 6 alkylcarbonyl, arylcarbonyl, arylC,- 
C 6 alkylcarbonyl, C r C 6 alkylcarboxy or arylC r C 6 alkylcarboxy; wherein the alkyl and aryl 
groups are optionally substituted as defined below;-ar- 

R^-and-R ^are independently a saturated or partial saturated cyclic 5. 6 or 7 memborod 
amin e , imidc or lactam; 

wherein the optionally substituted alkyl groups are substituted with one or more groups 
independently selected from halo, cyano, nitro, trihalomethyl, carbamoyl, hydroxy, oxo, 
COOR 3 , CONR A R 8 tC r C 6 alkyl, C r C 6 alkyloxy, aryloxy, arylC r C 6 alkyloxy, NR^Rg, C r 
C 6 alkylamino, arylamino, arylC,-C 6 alkylamino, di(arylC,-C 6 alkyl)amino, C,- 
C 6 alkylcarbonyl, arylC,-C 6 alkylcarbonyl, C,-C 6 alkylcarboxy, arylcarboxy, arylC r 
C 6 alkylcarboxy, C r C 6 alkylcarbonylamino, -C r C 6 alkylaminoCOR 13 , wherein R^ is C r 
Cealkyl, aryl. atTlC^Cfdkyl, C-Calkvloxv. arvloxv. arviq -r^lk-ylnvy^nryir,- 
C 6 alkylcarbonylamino, tetrahydrofuranyl, morpholinyl, piperazinyl, -CONRJ^. C r 
€- 6 al ley 1 CON R/ Rgror a saturated or ^aftial- partial ly saturated cyclic 5, 6 or 7 membered 
amine, imide or lactam, wherein R w 4s-€ r €s alkyl, aryl, arylC 4 r€ s alk^4^-€ < »Htyle^ 
aryloxy. arylC ( -G 6 alkyloxy; 

--and-wherein-the-optionalty^^ — 

selected from halo, nitro, cyano, trihalomethyl, C,-C 6 alkyl, aryl, arylC r C 6 alkyl, hydroxy, 
GONR^R^rCpCealkyloxy, C r C 6 alkyloxyCi-C 6 alkyl, aryloxy, arylC,-C 6 alkyloxy, 

arylC r C 6 alkyloxyC 1 -C 6 alkyl,NR-^ r C,-C 6 alkylamino,C 1 -C 6 alkylaminoC,-C 6 alkyl, 
arylamino, arylC r C 6 alkylamino, arylC r C 6 alkylaminoC,-C 6 alkyl, di(arylC r 
C 6 alkyl)aminoC,-C 6 alkyl, C,-C 6 alkylcarbonyl, C,-C 6 alkylcarbonylC r C 6 alkyl, arylC,- 
C 6 alkylcarbonyl, arylC,-C 6 alkylcarbonylC,-C 6 alkyl, C,-C 6 alkylcarboxy, C,- 
C 6 alkylcarboxyC,-C 6 alkyl, arylC r C 6 alkylcarboxy, arylC,-C 6 alkylcarboxyC r C 6 alkyl, C,- 
Qalkylcarbonylamino, C r C 6 alkylcarbonylaminoC|-C 6 alkyl, corbons'lNRyCi- 

G ^alkylCOR^ T.arylCi-C 6 allcylcarbonylamino,^arylCi-C 6 -alkylcarbonylaminoC|- 
C 6 alkyl T -€ONR J R y7 ^-a^-€ 6 olkylCONR^ . 
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111. (previously added) The compound according to claim 1 1 0, wherein R, is COOH, 
COOC,-C 6 alkyl, COOarylC r C 6 alkyl, COOC r e 6 alkylcarbonyloxyCi-C 6 alkyl or 
COOC , -Qalkylcarbony loxy arylC , -C 6 alkyl. 

112. (previously added) The compound according to claim 1 1 0, wherein n and m are 1 . 

113. (previously added) The compound according to claim 1 1 0, wherein Y is oxygen. 

1 1 4. (previously added) The compound according to claim 1 1 0, wherein R\ is 5- 
tetrazolyl, R 5 is C r C 6 alkylNR 7 R 8 and Y is oxygen. 

115. (previously added) The compound according to claim 1 1 0, wherein R, and Rg are 
hydrogen. 

1 16. (previously added) The compound according to claim 110, wherein is C r 
C 6 alkylNR 7 R 8 . 



1 1 7. (currently amended) The compound according to claim 4441 16. wherein R 2 js 

hydrogen and R sJsMyjC^^lkyl the aryl group is pyridyL 

118. (currently amended) The compound according to claim 444117. wherein the aryl 
g rou P is phenyl optionally subst i tuted with methoxy or C I U €fQ4r pvridyl. 

119. (currently amended) The compound according to claim 440117. wherein Rj-is 
hydrogen and R& is e r€ salkvlaryl. t he arvl group is phenyl optionally substituted with 
methoxv or CH 2 (CO). 

1 20. (previously added) The compound according to claim 1 1 0, wherein Rg is 
arylaminocarbonylaminoCpCealkyl. 
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121. (previously added) The compound according to claim 1 1 0, wherein Rs is 
aryloxyCi-Qalkyl. 

122. (currently amended) The compound according to claim 44&12L wherein the aryl 
group is l,l-dioxo-benzo[d]isothiazol-3-yl. 

123. (currently amended) the compound according to claim 4+0121, wherein the aryl 
group is l,l-dioxo-5-phenyl-isothiazol-3-yl. 

1 24. (currently amended) The compound according to claim 440-121. wherein the aryl 
group is benzo[l,3]dioxol-5-yl. 

125. (currently amended) The compound according to claim 444121, wherein the aryl 
group is 5-methoxy-2-methyMH-indol-3-yl. 

_126 — (previously-added)-A compositi^^ 
of claim 1 10, together with one or more pharmaceutical^ acceptable carriers or diluents 
and an insulin sensitizer. 

127. (previously added) A method of treating type I diabetes, type II diabetes, 
impaired glucose tolerance, insulin resistance or obesity comprising administering to a 
subject in need thereof an effective amount of a compound of claim 1 10 and an insulin 
sensitizer. 

1 28. (previously added) A composition comprising an effective amount of a compound 
of claim 110, together with oone or more pharmaceutically acceptable carriers or diluents 
and an agent stimulating insulin release from B cells. 
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129. (previously added) A method of treating type I diabetes, type II diabetes, 
impaired glucose tolerance, insulin resistance or obesity comprising administering to a 
subject in need thereof an effective amount of a compound of claim 110 and an agent 
stimulating insulin release from R cells. 

130. (previously added) A composition comprising a compound of claim 110, together 
with one or more pharmaceutical^ acceptable carriers or diluents and an antiobesity agent. 

131 . (previously added) A method of treating type I diabetes, type II diabetes, 
impaired glucose tolerance, insulin resistance or obesity comprising administering to a 
subject in need thereof an effective amount of a compound of claim 110 and an 
antiobesity agent. 

132. (previously added) A composition according to claim 126, wherein the insulin 
sensitizer is a thiazolidinedione or a pharmaceutically accep table salt thereof. 



133. (previously added) A composition according to claim 126, wherein the insulin 
sensitizer is selected from tro^itazone, cigiitazone, pio^itazone, rosigjitazone, 5-[4-[3- 
Methyl-4-ox>-3,4Kiihydrc>-2^ 

and 3-[4-[2-Phmoxazh-10-y^etho^]phei^l]-2^tho?ypropanoic acid or a 
pharmaceutically accep table salts thereof. 

134. (previously added) A composition according to claim 126, wherein the insulin 
sensitizer is (-) 3-[4-[2-Phenoxazin-10-yI)etho?^]phenyl]-2-etho)^propanoic acid or a 
pharmaceutically acceptable salt thereof. 
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135. (previously added) The method according to claim 1 27, wherein the insulin 
sensitizer is a thiazolidinedione or (-) 3-[4-[2-Phenoxazin-10-yl)ethoxy]phenyl]»2- 
ethoxypropanoic acid or a pharmaceutically acceptable salt thereof. 

1 36. (previously added) The method according to claim 127, wherein the insulin 
sensitizer is selected from troglitazone, ciglitazone, pioglitazone, rosiglitazone, 5-[4-[3- 
Methyl«4-oxo-3,4-dihydro-2-quinazolinyl]methoxy]phenyl-methyl]thiazolidine-2,^ 
dione or (-) 3-[4-[2-Phenoxazin-10-yl)ethoxy]phenyl]-2-ethoxypropanoic acid or a 
pharmaceutically acceptable salt thereof. 

1 37. (previously added) The method according to claim 127, wherein the insulin 
sensitizer is (-) 3-[4-[2-Phenoxazin-10-yl)ethoxy]phenyl]-2-ethoxypropanoic acid or a 
pharmaceutically acceptable salt thereof. 

138. (previously added) A composition according to claim 128, wherein the agent 
stimulating insulin release from (3 cells is repaglinide. 

139. (previously added) The method according to claim 1 29, wherein the agent 
stimulating insulin release from (3 cells is repaglinide. 

140. (previously added) A composition according to claim 130, wherein the 
antiobesity agent is orlistat. 

141. (previously added) The method according to claim 131, wherein the antiobesity 
agent is orlistat. 

1 42. (previously added) A method for preparing the compound of claim 1 1 0, 
comprising 
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A) 



R, R, 0 0R > 

a) NCCH 2 R,, sulphur, morpholine or triethylamine, EtOH; b) R 3 OCOCOimidazole, 
THF; c) 25% TFA/CH 2 C1 2 ; 

B) 

0 (ii) * (I") 

Allowing an amine (I) and a substituted oxalylamide (II) to react under basic conditions 
under Mitsunobu conditions to yield (III) wherein W is OH, OS0 2 Me or halo; 

_C) 

0 W (ii) '> ("I) 

R. 

Allowing an amine (I) and a substituted oxalylamide (II) to react under basic conditions ( 
under Mitsunobu conditions to yield (III) where W is OH, OS0 2 Me or halo. 

1 43. (currently amended) A compound of Formula 1 
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Formula 1 



wherein 

n is 1 or 2; 

m is 1 or 2; 

Y is O, S, SO or S0 2 ; 

R, is COOH, COOC r C 6 alkyl, COOarylC r C 6 alkyl, COOC r C 6 alkylcarbonyIoxyC r 
Qalkyl, COOC r C 6 alkylcarbonyloxyarylC r C 6 alkyl or a 5-membered heterocycles 
selected from the group consisting of: 




R2 is hydrogen; 

R 3 is hydrogen, C,-C 6 alkyl, arylC,-C 6 alkyl, C r C 6 alkylcarbonyloxyC r C 6 alkyl or C r 
C 6 alkylcarbonyloxyarylC r C 6 alkyl; 



R4 is hydrogen, C,-C 6 alkyl, aryl, arylC r C 6 alkyl; wherein the alkyl and aryl groups are 
optionally substituted as defined below; 



R 5 is C r C 6 alkylNR 7 R 8 wherein R 7 and R g together with the nitrogen to which they are 
attached form a saturated, partially saturated or aromatic monocyclic, bicyclic or tricyclic 
ring system selected from the group consisting of pyrrolopyrazinea*, pyrrolopyridine, 
benzo[d]isoxazole, 1 , 1 -dioxo- 1 ,3-dihydro-benzo[d]isothiazole, pyrrolidine and 1 ,3- 
dihydro-benzo[d]isothiazole substituted with two oxo groups at the atom positions 
adjacent to the nitrogen atom, wherein the ring system is optionally be substituted with at 
least one C r C 6 alkyl, aryl, arylC,-C 6 alkyl, COOR 3 , hydroxy, nitro, oxo, C,-C 6 alkyloxy, 
aryld-Qalkyloxy, C,-C 6 alkyloxyC,-C 6 alkyl, C,-C 6 alkylaminoC r C 6 alkyl or NR^, 
wherein R 9 and R, 0 are independently selected from hydrogen, C,-C 6 alkyl, aryl, arylC r 
Qalkyl, C,-C 6 alkylcarbonyl, arylcarbonyl, arylC r C 6 alkylcarbonyl, C,-C 6 -alkylcarboxy 
or arylC,-C 6 alkylcarboxy; wherein the alkyl and aryl groups are optionally substituted as 
defined below; 

wherein the optionally substituted alkyl groups are substituted with one or more groups 
4ndependently-selected-from-halo^ — 



xrCi-C 6 alkyl, C r C 6 alkyloxy, aryloxy, arylC r C 6 alkyloxy, NR^r-C,- 
C 6 alkylamino, arylamino, arylCi-C 6 alkylamino, di(arylC r C 6 alkyl)amino, C r 
Qalkylcarbonyl, arylC,-C 6 alkylcarbonyl, C,-C 6 alkylcarboxy, arylcarboxy, arylC r 
C 6 alkylcarboxy, C,-C 6 alkylcarbonylamino, -Ci-€ 6 alkylaminoCOR4 ,C r,alkvlaminoCOR n . 
MiemnRjiJsCirC^alkvl, arvl, arvlC| Z C,alkY.LC l -C .alkvloxv. arvloxv. arvir ,- 
CfiaikyioxyLarylCrCealkylcarbonylamino, tetrahydrofuranyl, morpholinyl, piperazinyl, - 
€ON^R^-G 4 -G 6 alkylCONIl;R s ;r or a saturated or frartiai- partiallv saturated cyclic 5, 6 
or 7 membered amine, imide or lactam, wherein R a .4frG 4 -G 6 alkyl aryl, aiylC ^a^ 
€i.-€ ! » alkyloxy, aryloxy. orylCr Gg olkyloxy; 

and wherein the optionally substituted aryl group is substituted with a group selected 
from halo, nitro, cyano, trihalomethyl, C r C 6 alkyl, aryl, arylC,-C 6 alkyl, hydroxy, 
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COOR 3 , CONRv Rg, C,-C 6 alkyloxy, C r C 6 alkyloxyC,-C 6 alkyl, aryloxy, arylC,- 
Qalkyloxy, arylCi-C 6 alkyloxyC r C 6 alkyl, N4MM3i-C 6 alkylamino, Ci-C 6 alkylaminoC r 
Qalkyl, arylamino, arylC r C 6 alkylamino, arylC r C 6 alkyl-aminoC|-C 6 alkyl, di(arylC r 
C 6 alkyl)aminoC r C 6 alkyl, Ci-Qalkylcarbonyl, C r C 6 alkylcarbonylC r C 6 alkyl, arylC,- 
Qalkylcarbonyl, arylC r C 6 alkylcarbonylC r C 6 alkyl, C r C 6 alkylcarboxy, C r 
C 6 alkylcarboxyC,-C 6 alkyl, arylC r C 6 alkylcarboxy, arylCrQalkylcarboxyCrQialkyl, 
carboxyC,-C 6 -alkyloxy, C,-C 6 alkylcarbonylamino, G ^alkylcarbons'laminoC^ afeaT 



aryLC-qalkvl. C r C ^alkvloxv. arvloxv. arvlC j-C uilkvloxv: arylC r 
C 6 alkylcarbonylamino^, arylCi-Cfi-alkylcarbonylaminoCrCealkyl^ONR^^-Gf- 

Re is hydroge n, trihalomethyl, C 4 -€ 6 alkyl, aryl, arylC 4 -€- 6 alkyk hydroxy, oxo, carboxv; 
carboxyQ ^ajk^rC^-G ^alkyloxy carbonyl, aryloxycarbonyl, arylCy 
G 6 a1kylox> carbonyl, C 4 -G ^alkyloxy ? C^alkyloxyC^alkyl, aryloxy. arylC 4 - 
G 6 al k yloxy. arylo xyC 4 -€s alkyl. a^lQ -G ^al k yloxy Ci-Gft alky], NRylVGr 
-G 6 alkylaminoQ - ^alkyl, arylC^alkylaminoe^ 
G^alkylrG^-G ^lkylcarbonyl. C4 . ^alky1carbonylC^alkyl, ar>iC4 ,-€ 6 alkylcarbonyL 
afy4€, ^ - alky l carbonylC ^^ C ^ ^kylearboxyC ^ati^ 



n-K-C ^alkvlaminoCOR i Q. wherein R n is C r C f alkvl. arvl. 




>xy€.|-€- (t allcyl, arylQ -Gfi alkylcarboxy, arylC rGg alkyl carboxyC ,- 
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R? and R, s are indcpondently selected from hydrog e n, G v-G 6 alkyl, aryL arylC |-€ 6 afe4r 
GrG salkylcarbonyl. C rG ^alkylcarboxy or ar)'lCj .-€ & allcylearbo?cy wherein the alkyl and 
aryl groups are optiona l ly substitut e d as defined in the section of definitions: or 
Rs-aftd-R ^togethor with the nitrogen to which they are attached form a saturated, partially 
saturated or aromatic monocyclic, bicyclic or tricyclic ring system containing from 3 to 1 4 
carbon atoms and from 0 to 3 additional h e t e roatoms s el ected from nitrog e n, oxyg e n or 
sulphur, wh e rein th e ring system is optional l y substitut e d with at least one C^ -G^dkyk 
aryl, ary 1 C h alky 1. hydroxy, C^alkyloxy. C .i.^ ralkyloxyC J .^ftlk^4^,-€ 6 a4kyt- 
affiffleCrG^al kyl or NR ^R^ ,, wher e in R 14 -aft4-R t .a ar e independ e ntly select e d from 
hydraget^G^alkylr^^ 

G 6 alkylcarbonyl. C rG 6 alkylcarboxy or arylC+ -G (> alkylcarboxy; wh e rein th e alkyl and aryl 



-ev e l ie 5. 6 or 7 



Wherem-R 7 ~and--Rs are ind e p c ndo r^l-yH^satwatedH>ri?ar4ai- 
m e mb e r e d amin e , imid e or lactam; 

wherein the optionally substituted alkyl groups are sub s titut e d with one or more groups 
indepemfcfltJ y ^ 

COOR A . COm#&4*lkyk^G f pk ylo*y, ar ylox y^G^ alkyloxy, NRJt^ - 
G 6 alkylamino, arylamino, arv lC. |.-€ < > alkylamino. di(arvlC4 .-€- 6 alkyl)amino, Q 
Gs alkylcarbonyl, anlC^alkylcarbonyL Q -G ^alkylcarboxy, arylcarboxy, ar>^lC r 
G ft alk)'lcarboxy ; C^allcylcaj-bonylainino, C+^alkylaminoCORj y^fy^- 
G fa alkylcarbonylamino, tetrahydrofuranyL morpholinyL piperaanyl, CONR^ RgT-Gi.- 
G,, alkylCONR,R s , or a saturat e d or partial saturated cyclic 5, 6 or 7 membered amino, 
imide or lactam, wherein R^ -js-GrG ^alkyl, aryl, qnMQ -G^ati^yVG ^alkyloxy. oryloxy, 
afy4G 4 .-€ <i alkyloxy; 
and whe r-ein-the-ei 



r-e+fHhe-op t i onally sub s4iMt^d^y4^r^4p4s^bsti4ate d w it h a 



gr o u p se- 

from halo, nitro, cyano, trihalom c thyl, d -G^ alkyl. aryl. arylQ -G fealkyl, hydroxy. 
^ ( -G 6 alkyloxy ; C^alkyloxyC^alkyl, aryloxy, aiylC4 -G 6 a%kwtyT 



tested 
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af\4€, -G 6 a l kylox y C |-G 6 alkyL NR/Rs r^ ^alkylMriino, C )-G 6 alkylaminoC i-€ 6 atityk 

orylamino, arylCr €» alkylomino, mfflG rC ^lkylatninoCr Cg olkyl, diforylCV 

€ ^llyl)nminoC 4 .-^aftytr€ r e» a1kylcQrbonyl,C r ^ 

gft alky l carbonyl, aiylC^alkylcarbonylC^ afear^ ^alkylcarboxy, C r 

G^ a l kyicaiboxyQ -G^ alkyl, a i ylC+^alkylcarboxy, aiylC^alkylccirboxyC^ ati^k-Gi- 

G <t alkylcarbonylamino, C^ -C^ all^'IcarbonylamirioC^ -G^ alkyl, carbonylNR / £ 4 .- 

^aJk^GR^riHyJG^rG^^ 

GQNRTfis^eF-C ^alkylCONRv^ 



or a salt thereof with a pharmaceutically acceptable acid or base, or any optical isomer or 
mixture of optical isomers, a racemic mixture, or any tautomeric form, or prodrug thereof. 

144. (previously added) The compound according to claim 143, wherein the ring 
system is l,3-dihydro-benzo[d]isothiazolyl, substituted with 2 oxo groups at the atom 
positions adjacent to the nitrogen atom. 

J45. (pi£Yioirely_aMed)JTie^^^ 

system is thiazolidin-2,4-dione. 

1 46. (previously added) The compound according to claim 1 43, wherein the ring 
system is 5-(aryl-methyl)-thiazolidin-2,4-dione. 

1 47. (previously added) The compound according to claim 1 43, wherein the ring 
system is pyrrolo[3,4-b]pyridine-5,7-dione. 

1 48. (previously added) The compound according to claim 1 43, wherein the ring 
system is pyrrolo[3,4-b]pyridine-l,3-dione. 
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1 49. (previously added) The compound according to claim 1 43 , wherein the ring 
system is pyrrolo[3,4-b]pyrazine-5,7-dione. 

1 50. (previously added) A composition comprising an effective amount of a compound 
of claim 143, together with one or more pharmaceutically acceptable carriers or diluents 
and an insulin sensitizer. 

151. (previously added) A method of treating type I diabetes, type II diabetes, 
impaired glucose tolerance, insulin resistance or obesity comprising administering to a 
subject in need thereof an effective amount of a compound of claim 143 and an insulin 
sensitizer. 

1 52. (previously added) A composition comprising an effective amount of a compound 
of claim 143, together with one or more pharmaceutically acceptable carriers or diluents 
and an agent stimulating insulin release from B cells. 

-1-53^ — (previously-added) A methodiJf tfeatinXty^Illiabetes, type irdiabetei; 

impaired glucose tolerance, insulin resistance or obesity comprising administering to a 
subject in need thereof an effective amount of a compound of claim 143 and an agent 
stimulating insulin release from J3 cells. 

154. (previously added) A composition comprising a compound of claim 143, 
together with one or more pharmaceutically acceptable carriers or diluents and an antiobesity 
agent. 

155. (previously added) A method of treating type I diabetes, type II diabetes, impaired 
glucose tolerance, insulin resistance or obesity comprising administering to a subject in 
need thereof an effective amount of a compound of claim 143 and an antiobesity agent. 
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156. (previously added) A composition according to claim 150, wherein the insulin 
sensitizer is a thiazolidinedione or a pharmaceutically acceptable salt thereof. 

157. (previously added) A composition according to claim 150, wherein the insulin 
senitizer is selected from tro^itazone, cigEtazone; pio^itazone, rosiglitazone, 5-[4-[3- 
M ethy l-4-ox>3 ,4-dihy dro-2-quinazoliiy ljmethoxy ]p heny 1-methy l]thiazolidine-2,4-dione 
and S-^^-Phenoxazin-lO-ylJethoxylphenylJ^-etho^propanoic acid or a 
pharmaceutically accep table salts thereof. 

158. (previously added) A composition according to claim 150, wherein the insulin 
sensitizer is (-) 3-[4-[2-Phenoxazin-10-yI)etho^]phenyl]-2-etho^propanoic acid or a 
pharmaceutically acceptable salts thereof. 

1 59. (previously added) The method according to claim 151, wherein the insulin 
sensitizer is a thiazolidinedione or (-) 3-[4-[2-Phenoxazin-10-yl)ethoxy]phenyl]-2- 
ethoxypropanoic acid or a pharmaceutically acceptable salt thereof. 



1 60. (previously added) The method according to claim 151, wherein the insulin 
sensitizer is selected from troglitazone, ciglitazone, pioglitazone, rosiglitazone, 5-[4-[3- 
Methyl-4-oxo-3,4-dihydro-2-quinazolinyl]methoxy]phenyl-methyl]thiazolidine-2,4- 
dione or (-) 3-[4-[2-Phenoxazin-10-yl)ethoxy]phenyl]-2-ethoxypropanoic acid or a 
pharmaceutically acceptable salt thereof. 

161. (previously added) The method according to claim 151, wherein the insulin 
sensitizer is (-) 3-[4-[2-Phenoxazin-10-yl)ethoxy]phenyl]-2-ethoxypropanoic acid or a 
pharmaceutically acceptable salt thereof. 
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1 62. (previously added) A composition according to claim 1 52, wherein the agent 
stimulating insulin release from P cells is repaglinide. 



1 63 . (previously added) The method according to claim 153, wherein the agent 
stimulating insulin release from p cells is repaglinide. 

164. (previously added) A composition according to claim 154, wherein the 
antbbesity agent is orlistat. 

1 65. (previously added) The method according to claim 1 55, wherein the antiobesity 
agent is orlistat. 



166. (previously added) A method for preparing the compound of claim 143, 

comprising 

A) 




a) NCCH 2 R,, sulphur^ morpholine or triethylamine, EtOH; b) R 3 OCOCOimidazole, 
THF; c) 25% TFA/CH 2 C1 2 ; 

B) 




Allowing an amine (I) and a substituted oxalylamide (II) to react under basic conditions or 
under Mitsunobu conditions to yield (III) wherein W is OH, OS0 2 Me or halo; 
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(I) (II) 




OR, 



Allowing an amine (I) and a substituted oxalylamide (II) to react under basic conditions or 
under Mitsunobu conditions to yield (III) where W is OH, OS0 2 Me or halo. 

167. (currently amended) A compound of Formula 1 

Formula 1 



wherein 

n is 1 or 2; 

m is 1 or 2; 

Y is O, S, SO or S0 2 ; 

R, is COOH, COOC,-C 6 alkyl, COOarylC r C 6 alkyl, COOC,-C 6 alkylcarbonyloxyC r 
Qalkyl, COOCj-CgalkylcarbonyloxyarylCrQalkyl or a 5-membered heterocycles 
selected from the group consisting of 
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H 




H 




H 







ft" 
ft" 




H 




H 



H 



iH 




o 




R 2 is hydrogen; 

R 3 is hydrogen, C r C 6 alkyl, arylC r C 6 alkyl, C r C 6 alkylcarbonyloxyC r C 6 alkyl or C r 
CealkylcarbonyloxyarylC^Cealkyl; 

R4 is hydrogen, CpCealkyl, aryl, arylC r C 6 alkyl; wherein the alkyl and ar yl groups are 
optionally substituted as defined below; 

R s is Ci-C 6 alkylNR 7 R g wherein R 7 and Rg together with the nitrogen to which they are 
attached form isoindol wherein the ring system is optionally be substituted with at least 
one C,-C 6 alkyl, aryl, arylC,-C 6 alkyl, fluoro, hydroxy, oxo, C r C 6 alkyloxy, arylCp 
Qalkyloxy, Ci-C 6 -alkyloxyC r C 6 alkyl, Ci-C 6 alkylamino-C r C 6 alkyl orNR 9 R 10 , wherein 
R9 and Rio are independently selected from hydrogen, C r C 6 alkyl, aryl, arylCi-Qalkyl, 
C r C 6 alkylcarbonyl, arylcarbonyl, arylC,-C 6 alkylcarbonyl, C,-C 6 alkylcarboxy or arylC r 
Qalkylcarboxy; wherein the alkyl and aryl groups are optionally substituted as defined 
below or optionally substituted with one chloro or six chloros; 
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wherein the optionally substituted alkyl groups are substituted with one or more groups 
independently selected from halo, cyano, nitro, trihalomethyl, carbamoyl, hydroxy, oxo, 
COOR3, CONR^CpCealkyl, C,-C 6 alkyloxy, aryloxy, arylC,-C 6 alkyloxy, NR^-C,- 
C 6 alkylamino, arylamino, arylC r C 6 alkylamino, di(arylC,-C 6 alkyl)amino, C r 
C 6 alkylcarbonyl, arylC r C 6 -alkylcarbonyl, C,-C 6 alkylcarboxy, arylcarboxy, arylC,- 
C 6 alkylcarboxy, C r C 6 alkylcarbonylamino, -C,- 

G 6 ^kylaniinoC01l 4 . 3 C 6 alkvlami noCOR nC ,alkvlaminoCOR Ji . wherejnR^ jsC^^aJkyl 
arvl, arvMC 1 ^ 6 aikyL_Ci-C ft alkvloxv. arvloxv. arvir r r^lkyln^ a ryir , . 
C 6 alkylcarbonylamino, tetrahydrofuranyl, morpholinyl, piperazinyl,. CONR.,^. C 4 - 
G 6 alky IGONR^, or a saturated or partial-pariially_saturated cyclic 5, 6 or 7 membered 
amine, imide or lactam, 



and wherein the optionally substituted aryl group is substituted with a group selected 
from halo, nitro, cyano, trihalomethyl, C,-C 6 alkyl, aryl, arylC,-C 6 alkyl, hydroxy, 
COOR3, GQNR^Ci-Qalkyloxy, C,-C 6 alkyloxyC,-C 6 alkyl, aryloxy, arylC,- 
C 6 alkyloxy, arylC.-QalkyloxyCrQalkyl, C,-C 6 alkylthio, arylC,-C 6 alkylthio, NR 7 R g , 
C r C 6 -alkylamino, C,-C 6 alkylaminoCi-C 6 alkyl, arylamino, arylC r C 6 alkylamino, arylC,- 
"Cfillkyf-CToC^C^^ 

C 6 alkylcarbonylC,-C 6 alkyl, arylC,-C 6 alkylcarbonyl, arylC,-C 6 alkylcarbonylC r C 6 alkyl, 
C,-C 6 alkylcarboxy, CrC 6 alkylcarboxyC r C 6 alkyl, arylC,-C 6 alkylcarboxy, arylC,- 
C 6 alkylcarboxyC,-C 6 alkyl, carboxyC,-C 6 -alkyloxy, C r C 6 alkylcarbonylamino, C r 
C 6 alkylcarbonylaminoC r C 6 alkyl, -carbonylNRyC-G^kytGQR^C ^lkvlCOR^ . 4 
AreinRiiJsC^alkyl, aryl, arylC^ajkyj, C,- G,alkvloxv. arvloxv. nrviq . 

C fi ajJ^xyj.arylC,-C 6 alkylcarbonylamino, arylC-Ce-alkylcarbonylaminoCrQalkyl,- 

GWR 7 R^^-^,^ 6 a4ky4€ONR 7 R- K ; 

Rs is hydroge n, trihalom o thyL C^lkyl, aryl, a.ylQ -G, alkyl. oxo, carboxy, carboxyQ - 
G < ,a4ky4 r G)-G 6 alkyloxycarbon)'l, aryloxycarbonvL arylC^alkyloxycarbony 1, C r 
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Gfi alkyloxyG rGfc Olkyl, oryloxyCr gs alkyl, QrylC. j.-G 6 allc)^loxyG |.-€ 6 alky!. NR^ -Qp 

Gfe dkylaminoC^alkyl, 

G#tky4rG ^alky]earbonyl, ^ 

w&GrG t alk>icattonylC^ 6 atity4r^4^ alkyloarboxy. C^alkylcarboxyC^ afe^ 
arylcarboxy, aiylearboxyC^alkyl, arylCr Gg alkylcarboxy. C+ -€ Wdkylcarbonylomino, 
G 4 -G 6 alkylcarbonylaminoC^ -G ^lkyl, carbony^JR^ G^ alkylCOR^ ra^y^.- 
G fealkyloarbonylamino, ao'lC^^alkylcaitonyliuiiinoC^alkyL CONRJla. C+ - 
€» aJkylCONRv R » or aiylaminocarbonylnminoC |.-€ »alkyl; wherein the nlkyl and aryl 
groups are optionally substitut e d an dollnod for R 5 ^i^R t3 4&44R ?: Ry 1 -ef^ 1 - 



Wherein and Rg are independently sel e cted from hydrog o n. Chalky!, aryl, arylC r 
Gfeamyk-G^-G^ allvylcarbonyL Q -Gs alkylcarboxy or arylC 4 - Qalkylcarboxy wher e in th o 
alkyl and aryl groups are optionally s ubstitut e d as defin e d in the section of d e finitions; or 
R^-xffld-Rx .together with th o nitrogen to which they are attached form a saturat e d, partially 
saturated or aromatic monocyclic, bicydic or tricyclic ring system containing from 3 to M 
— carbon atoms and from 0 to 3 additional-het c roatoms- so Iocted-fronrnitrogonroxrgeTrof — 
sulphur, wh e r e in the ring system is optionally substituted with at least on e Q -G^afey^ 
afy4r^ry4G,-G 6 alk)'l, hydroxy, C |-G 6 alkyloxy, Q -G,-, alkyloxyC ,^ 6 a%4^G,-G 6 amyl- 
amffleGi-G 6 alkyl or NR^ R-^ , wh e r e in R n,-aftd-R 12 , ar e ind e p e nd e ntly s e lect e d from 
hydrogen, G|-G 6 alkyl, aryl, arylC i -€ 8 al]yl r G 4 ,-€ 8 fllky1oarbonyl, arylcorbonyl. arylCV 
G 6 alky lc a rb o ny l, C r Gs alkylearboxy or arylC^alkylcarboxy; wh erei n t h e alkyl and aryl 
groups are optionally substitut e d as defined below; or 

R? and arc independently a saturated or partial saturated cyclic 5. 6 or 7 m o mbcrcd 
amine, imide or lactam; 

wherein the optionally substituted alkyl groups are substituted with one or mor e groups 
independently select e d from halo, eyano, nitro, trihaloniethyl, carbamoyl, hydroxy, oxo, 
GG^R^rGON^R^TG^a^lrGi-G ^alkx-loxy, aryloxy, aiylC rG 6 alkyloxy, NRJRg rfi.- 
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Cfial kylamino, arylamino, aryj€[-G 6 alkylamino. di(arylC 4 -^ 6 alkyl)amino, G 4 - 
G rfilkylcarbonyl, arylC+^alkylcarbonyl, C |.-€g alkylcorboxy. arylcarboxy, arylC^ .- 
C Vilkyloarboxy^^ -efc alkyloorbonylomiiio, C 4 ^alkylaminoCOR ^ r a^^. 4 - 
fi fllkylcorbony l amino, t e trahydrofuranyk morpholinyl, piporazinyl, CONItJV G+ - 
g ^ l kylCONR^ Ry , or a saturated or partial saturated cyclic 5, 6 or 7 momborcd amino, 
imide or lactam, whor o in R^ 4frG ^alkyl, aryl, aiylC^ fOkyVG ^alkyloxy, oryloxy, 
atylOrQ alkyloxy; 

and wh e r e in th e optionally substitut e d oryl group is nubstitut e d with a group s e lected 
from halo, nitro, cyono, trihalomothyl, C^alkyL aryl,. orylCr -Cg alkyl, hydroxy. 
GONR^rG^-G golloloxy, C 4 rG«a%texy€ 4 rG »dkyl, niyloxy, aiylCj ^figlkyiexfr 

a ry lamino. ai y lG^ alky lo mino, aryl C,-^ati^4am^oG l -G ( ,alky 1. di(arylC ,~ 
Qa ikyl)m ni noC 4 ,^ 6 a4fcy4 r G 4 ^ 

G salkylcarbonylarylC^alkylcarbony^ C 4 - 
G 6 alkylearboxyC 4 ,^ alkyl. a^lC^alkylcarboxy, ar>1C r € ^lkylcarbox><:4 r€ ) ^lfcyi r G^- 
G 6 alkytejfbefiy4afH+r^^ 
-^ alkylCOR^ -aiy^ ^ 

GG^Ryre^-G^ alkylCONR^ r 

or a salt thereof with a pharmaceutically acceptable acid or base, or any optical isomer or 
mixture of optical isomers, a racemic mixture, or any tautomeric form, or prodrug thereof. 

1 68. (previously added) The compound of claim 1 67, wherein the ring system is 
optionally substituted with hydroxy, nitro, methoxy, benzyloxy, fluoro, chloro 
CH 3 CH 2 CH 2 NHC(0)- or CH 3 C(0)NH. 
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169. (previously added) A composition comprising an effective amount of a compound 
of claim 167, together with one or more pharmaceutically acceptable carriers or diluents 
and an insulin sensitizer. 

170. (previously added) A method of treating type I diabetes, type II diabetes, 
impaired glucose tolerance, insulin resistance or obesity comprising administering to a 
subject in need thereof an effective amount of a compound of claim 167 and an insulin 
sensitizer. 

171. (previously added) A composition comprising an effective amount of a compound 
of claim 167, together with one or more pharmaceutically acceptable carriers or diluents 
and an agent stimulating insulin release from B cells. 

1 72. (previously added) A method of treating type I diabetes, type II diabetes, 
impaired glucose tolerance, insulin resistance or obesity comprising administering to a 
subject in need thereof ah effective amount of a compound of claim 167 and an agent 

— stimulating-insulinTelease-from-B-ceHs; 

173. (previously added) A composition comprising a compound of claim 167, together 
with one or more pharmaceutically accep table carriers or diluents and an antfabesity agent. 

174. (previously added) A method of treating type I diabetes, type II diabetes, 
impaired glucose tolerance, insulin resistance or obesity comprising administering to a 
subject in need thereof an effective amount of a compound of claim 167 and an 
antiobesity agent. 

175. (previously added) A composition according to claim 169, wherein the insulin 
sensitizer is a thiazolidinedione or a pharmaceutically acceptable salt thereof. 
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176. (previously added) A composition according to claim 169, wherein the insulin 
senitizer is selected from trogjitazone, cigKtazone^ pio^itazone, rosiglitazone, 5-[4-[3- 
M ethy l-4-o?o-3 ,4-dihy dro-2-quinazoliny ljmethoxy Jpheny 1-methy l]thiazolidine-2,4-dione 
and 3-[4-[2-Phenoxazin-10-yl)etho^]phenyI]«2-etho^propanoic acid or a 
pharmaceutically acceptable salts thereof. 

177. (previously added) A composition according to claim 169, wherein the insulin 
sensitizer is (-) 3-[4-[2-Phenoxazin-10-yI)etho^]phenyl]-2-etho?ypropanoic acid or a 
phannaceutically acceptable salts thereof. 

1 78. (previously added) The method according to claim 170, wherein the insulin 
sensitizer is a thiazolidinedione or (-) 3-[4-[2-Phenoxazin-10-yl)ethoxy Jpheny l]-2- 
ethoxypropanoic acid or a pharmaceutically acceptable salt thereof. 

1 79. (previously added) The method according to claim 170, wherein the insulin 

sensitizer is selected from troglitazone, ciglitazone, pio glitazone, rosiglitazone, 5-[4-[3- 

Methyl-4-oxo-3,4-dihydro-2-quinazolinyl]methoxy]phenyl-methyl]thiazolidine-2,4- 
dione or (-) 3-[4-[2-Phenoxazin-10-yl)ethoxy]phenyl]-2-ethoxypropanoic acid or a 
pharmaceutically acceptable salt thereof. 

1 80. (previously added) The method according to claim 1 70, wherein the insulin 
sensitizer is (-) 3-[4-[2-Phenoxazin-10-yl)ethoxy]phenyl]-2-ethoxypropanoic acid or a 
pharmaceutically acceptable salt thereof. 

181. (previously added) A composition according to claim 171, wherein the agent 
stimulating insulin release from (3 cells is repaglinide. 
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1 82. (previously added) The method according to claim 1 72, wherein the agent 
stimulating insulin release from 0 cells is repaglinide. 

183. (previously added) A composition according to claim 173, wherein the 
antbbesity agent is orlistat. 

1 84. (previously added) The method according to claim 1 74, wherein the antiobesity 
agent is orlistat. 



185. (previously added) A method for preparing the compound of claim 1 67, 

comprising 

A) 




a)" NCCH 2 Ri, sulphur, morpholine or triethylamine, EtOH; b) R 3 OCOCOimidazole, 
THF; c) 25% TFA/CH 2 C1 2 ; 



B) 




Allowing an amine (I) and a substituted oxalylamide (II) to react under basic conditions or 

under Mitsunobu conditions to yield (III) wherein W is OH, OS0 2 Me or halo; 
C) 
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Allowing an amine (I) and a substituted oxalylamide (II) to react under basic conditions or 
under Mitsunobu conditions to yield (III) where W is OH, OS0 2 Me or halo. 

1 86. (currently amended) A compound of Formula 1 




Formula 1 

wherein 

n is 1 or 2; 

m is 1 or 2; 

Y is O, S, SO or S0 2 ; 

Ri is COOH, COOC r C 6 alkyl, COOarylC r C 6 alkyl, COOC r C 6 alkylcarbonyloxyC r 
C 6 alkyl, COOC r C 6 alkylcarbonyloxyarylC r C 6 alkyl or a 5-membered heterocycle^ 
selected from the group consisting of: 
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■OH 





R 2 is hydrogen; 

R 3 is hydrogen, C r C 6 alkyl, arylCi-C 6 alkyl, C,-C 6 alkylcarbonyloxyC|-C 6 alkyl or C,- 
C 6 alkylcarbonyloxyarylCi-C 6 alkyl; 

R4 is hydrogen, Ci-C 6 aikyl, ary l, arylCi-C 6 alky l; wherein the alkyl and aryl groups are 
optionally substituted as defined below; 

R 5 is epCi-C 6 alkylNR 7 R g or arylCi-C fi alkylcarbonylaminoCi-CAalkvl. wherein the alkvl 
and aryl groups are optionally substituted as defined below: 

Rfiis hydrogen, trihalomethyl, C r C 6 alkyl, aryl, arylC r C 6 alkyl, hydroxy, oxo, carboxy, 
carboxyC r C 6 alkyl, C r C 6 alkyloxycarbonyl, aryloxycarbonyl, arylCp 
C 6 alkyloxycarbonyl, C r C 6 alkyloxyC r C 6 alkyl, aryloxyC r C 6 alkyl, arylC r C 6 alkyloxyC r 
C 6 alkyl, NR 7 R 8 , C r C 6 alkylaminoC r C 6 alkyl, arylCrCealkylaminoCrCealkyl, di(arylC r 
C 6 alkyl)aminoC,-C 6 alkyl, Ci-C 6 alkylcarbonyl, C r C 6 alkylcarbonylC r C 6 alkyl, arylC r 
C 6 alkylcarbonyl, arylC ] -C 6 -alkylcarbonylC 1 -C 6 alky 1, C , -QalkylcarboxyC 1 -C 6 alky 1, 
arylcarboxyCi-C 6 alkyl, arylCi-C 6 alkylcarboxyC r C 6 alkyl, Ci-C 6 alkylcarbonylamino, C r 



28 



C 6 alkylcarbonylaminoC r C 6 alkyl, -carbonylNRgC^ ^alkylCOR HC ^alkylCOR ^, wherein 
R n is NR 2 R« . or C r C6alkylNR 2 Rg, arvlC 1 -C 6 alkylcarbonylamino, arylC r 
C 6 alkylcarbonylaminoC r C 6 alkyl, CONR 7 R 8 , C r C 6 alkylCONR 7 R 8 or 
arylaminocarbonylaminoC r C 6 alkyl; wherein the alkyl and aryl groups are optionally 
substituted as defined &H^-a*KlMw4 ^ i s NR^R^ e^^-G ^alkylNR^R^ ; 

R 7 and R 8 are independently selected from hydrogen, C r C 6 alkyl, aryl, arylC r C 6 alkyl 5 
C r C 6 alkylcarbonyl, arylcarbonyl, arylC r C 6 alkylcarbonyl, C r C 6 alkylcarboxy or arylCp 
C 6 alkylcarboxy wherein the alkyl and aryl groups are optionally substituted as defined m 
the~seetk>iv0f~d^ or R 7 and R 8 are independently a saturated or partial 

partially s aturated cyclic 5, 6 or 7 membered amine, imide or lactam; 
wherein the optionally substituted alkyl groups are substituted with one or more groups 
independently selected from halo, cyano, nitro, trihalomethyl, carbamoyl, hydroxy, oxo, 
COOR 3 , CONRaR ^^ft^kyM^rC 6 alkyloxy, aryloxy, arylC,-C 6 alkyloxy, NR^rCp 
C 6 alkylamino, arylamino, arylC r C 6 alkylamino, di(arylC r C 6 alkyl)amino, C r 
C 6 alkylcarbonyl, arylC r C 6 alkylcarbonyl, C r C 6 alkyl-carboxy, arylcarboxy, arylC r 
-C^alky!^ 

, wherein R ^ is C r C <alkyL arvL arvlQ -QalkvL Ci-C ^alky loxy. aryloxy. arvlC r 
Qalkyloxv . arvlCi-CAalkylcarbonylamino, tetrahydrofuranyl, morpholinyl, piperazinyl, 
■ CONR^ r^-^ ^lkylCONR^ Ryror a saturated or paFtml -partially saturated cyclic 5, 6 
or 7 membered amine, imide or lacta m, wherei n R 4 2 4^i-^ >alkyL aryl, aiylC i-G^atkyj? 
Gi-G^alkyle 

and wherein the optionally substituted aryl group is substituted with a group selected 
from halo, nitro, cyano, trihalomethyl, C r C 6 alkyl, aryl, arylC r C 6 alkyl, hydroxy, 
COOR3, €ONlMVCrC 6 alkyloxy, C r C 6 alkyloxyC r C 6 alkyl, aryloxy, arylCp 
C 6 alkyloxy, arylC r C 6 alkyloxyC r C 6 alkyl ? C r C 6 alkylthio, arylthio, arylC r C 6 alkylthio, 
NftzR^rCi-C 6 -alkylamino, C r C 6 alkylaminoC r C 6 alkyl, arylamino, arylC r C 6 alkylamino, 
arylC r C 6 alkylaminoC r C 6 alkyl, di(arylC r C 6 alkyl)aminoC r C 6 alkyl, C r C 6 alkylcarbonyl, 
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C i -C 6 alky lcarbony 1C i -Qalky 1, ary 1C x -C 6 alky lcarbony 1, ary 1C r C 6 alky lcarbony 1C x - 
C 6 alkyl, C r C 6 alkylcarboxy, arylC r C 6 alkylcarboxy, C r C 6 alky lcarbony lamino, C r 
C 6 alkylcarbonylaminoCi-C 6 alkyl ? carbonylNIl^ G i -G ^alky]COR 4 4 7 .arylC r 
C 6 alky lcarbony lamino, ary lC r C 6 -alky lcarbony laminoC r C 6 alkyl s CONRjRs, or C± - 

and wherein aryl in R^is selected from the group consisting of phenyl pyridyl, 
imidazolyL benzo[l,3]di.oxole, benzothizolyl, biphenyL indenyl, fluorenyl naphthyh 
pyrazolyf, triazolyl, oxazolyh thiazolyl, quinolyl, pyrimidinyl benzo[b]thioph e nyl, 
benzothiazolyh piperidinyl, pyrrolidinyl, phenylpyridyl, phenylpyrimidyh 
ben^l^^>ly4 r €ai : bazal-y4T 

or a salt thereof with a pharmaceutical^ acceptable acid or base, or any optical isomer or 
mixture of optical isomers, a racemic mixture, or any tautomeric form, or prodrug thereof. 

1 87. (previously added) The compound according to claim 186, wherein R| is COOH, 
COOC r C 6 alkyl, COOarylC r C 6 aikyl, COOC r C 6 alkylcarbonyloxyC r C 6 alkyl, COOC r 
C 6 alkylcarbonyloxyarylC r C 6 alkyl. 



188. (previously added) The compound according to claim 1 86, wherein n and m are 1 . 

1 89. (previously added) The compound according to claim 1 86, wherein Y is oxygen. 

190. (previously added) The compound according to claim 186, wherein Rj is 5- 
tetrazolyl, R5 is Ci-C 6 alkylNR 7 R8 and Y is oxygen. 

191. (previously added) The compound according to claim 1 86, wherein R4 and R$ are 
hydrogen. 
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192. (previously added) The compound according to claim 186, wherein R$ is C r 
C 6 alkylNR 7 R 8 . 

1 93 . (currently amended) The compound according to claim +86192, wherein R 2 js 
hydrogen and R « is arylC x-C galkyl the oryl group is pyridvl . 

1 94. (currently amended) The compound according to claim +£6193, wherein the aryl 

1 95. (currently amended) The compound according to claim +86193, wherein the aryl 
g roup is phenyl optionally substituted with methoxy or CH ^CfOy wh e r e in R ? is 




1 96. (previously added) The compound according to claim 1 86, wherein R$ is 
ary laminocarbonylaminoC i -Cgalky 1. 

197 (previously_added)Jliexompou^^ 

aryloxyCj-Qalkyl. 

1 98. (currently amended) The compound according to claim +86197, wherein the aryl 
group is l,l-dioxo-benzo[d]isothiazol-3-yl. 

1 99. (currently amended) the compound according to claim +86197, wherein the aryl 
group is l,l-dioxo-5-phenyl-isothiazol-3-yl. 

200. (currently amended) The compound according to claim +86197, wherein the aryl 
group is benzo[l,3]dioxol-5-yl. 
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201 . (currently amended) The compound according to claim +££197, wherein the aryl 
group is 5-methoxy-2-methyMH-indol-3-yl. 

202. (previously added) A composition comprising an effective amount of a compound of 
claim 186, together with one or more pharmaceutically acceptable carriers or diluents and 
an insulin sensitizer. 

203. (previously added) A method of treating type I diabetes, type II diabetes, impaired 
glucose tolerance, insulin resistance or obesity comprising administering to a subject in 
need thereof an effective amount of a compound of claim 1 86 and an insulin sensitizer. 

204. (previously added) A composition comprising an effective amount of a compound of 
claim 186, together with one or more pharmaceutically acceptable carriers or diluents and 
an agent stimulating insulin release from B cells. 

205. (previously added) A method of treating type I diabetes, type II diabetes, impaired 
glucose tolerance, insulin resistance or obesity comprising administering to a subject in 
need thereof an effective amount of a compound of claim 1 86 and an agent stimulating 
insulin release from B cells. 

206. (previously added) A composition comprising a compound of claim 186, together 
with one or more pharmaceutically acceptable carriers or diluents and an antiobesity agent. 

207. (previously added) A method of treating type I diabetes, type II diabetes, impaired 
glucose tolerance, insulin resistance or obesity comprising administering to a subject in 
need thereof an effective amount of a compound of claim 187 and an antiobesity agent. 

208. (previously added) A composition according to claim 202, wheiein the insulin 
sensitizer is a thiazolidinedione or a pharmaceutically accep table salt thereof. 
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209. (previously added) A composition according to claim 202, wherein the insulin 
senitizer is selected from trogiitazone, cigfitazone, piogutazone, rosiglitazone, 5-[[4-[3- 
M ethy l-4-o>o-3 ,4-dihy dro-2-quinazolirry l]methoxy ]pheny 1-methy l]thiazolidine-2,4-dione 
and 3-[4-[2-Phenoxazin-10-y^etho>Q']phenyl]-2-ethoxypropanoic acid or a 
pharmaceutically acceptable salts thereof. 

210. (previously added) A composition according to claim 202, wherein the insulin 
sensitizer is (-) 3-[4-[2-Phenoxazin-10-yI)ethoxy]phenyl]-2-etho^propanoic acid or a 
pharmaceutically acceptable salt thereof. 

211. (previously added) The method according to claim 203, wherein the insulin 
sensitizer is a thiazolidinedione or (-) 3-[4-[2-Phenoxazin-10-yl)ethoxy]phenyl]-2- 
ethoxypropanoic acid or a pharmaceutically acceptable salt thereof. 

2 1 2. (previously added) The method according to claim 203, wherein the insulin 
sensitizer is selected from troglitazone, ciglitazo ne, pioglita zone, r osiglitazo ne, 5-[[4-[3 - 
Methyl-4-oxo-3,4-dihydro-2-quinazolinyl]methoxy]phenyl-methyl]thiazolidine-2,4- 
dione or (-) 3-[4-[2-Phenoxazin-10-yl)ethoxy]phenyl]-2-ethoxypropanoic acid or a 
pharmaceutically acceptable salt thereof. 

213. (previously added) The method according to claim 203, wherein the insulin 
sensitizer is (-) 3-[4-[2-Phenoxazin-10-yl)ethoxy]phenyl]-2-ethoxypropanoic acid or a 
pharmaceutically acceptable salt thereof. 

214. (previously added) A composition according to claim 204, wherein the agent 
stimulating insulin release from (3 cells is repaglinide. 
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215. (previously added) The method according to claim 205, wherein the agent 
stimulating insulin release from (3 cells is repaglinide. 

216. (previously added) A composition according to claim 206, wheiein the 
antiobesity agent is orfetat. 

217. (previously added) The method according to claim 209, wherein the antiobesity 
agent is orlistat. 

218. (previously added) A method for preparing the compound of claim 186, 

comprising 
A) 




a) NCCH2R1, sulphur, morpholine or friethylamine, EfOH; b) RaOCOCOimidazole, 

THF; c) 25% TFA/CH 2 C1 2 ; 
B) 




Allowing an amine (I) and a substituted oxalylamide (II) to react under basic conditions or 
under Mitsunobu conditions to yield (III) wherein W is OH, OS0 2 Me or halo; 

C) 
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Allowing an amine (I) and a substituted oxalylamide (II) to react under basic conditions or 
under Mitsunobu conditions to yield (HI) where W is OH, OS0 2 Me or halo. 

219. (previously added) A compound which acts as an inhibitor of Protein Tyrosine 
Phosphatases selected from the group consisting of 

2-(Oxalyl-amino) (1,1 ,3-trioxo-l ,3-dihydro- 1 H-benzo[d]isothiazol-2-ylmethyl)- 
4,7-dihydro-5H-thieno[2,3-c]pyran carboxylic acid; 

5-(4-Chloro- 1 3-dioxo- 1 ,3-dihydro-isoindol-2-yl-methyl)-2-(oxalyl-amino)-4,7- 
dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

5-(4,5,6,7-Tetrachloro-l,3-dioxo-l,3-dihydro-isoindol-2-ylmethyl)-2-(oxalyl- 
amino)-4,7-dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

5-(5-Methoxy- 1 ,3-dioxo- 1 ,3-dihydro-isoindol-2-ylmethyl)-2-(oxaly l-amino)-4,7- 
-dihydro-§H-thieno[-2 T 3^]pyran-3^arboxylic-aGid^ 

5-(4-Hydroxy- 1 ,3-dioxo- 1 ,3-dihydro-isoindol-2-ylmethyl)-2-(oxalyl-amino)-4,7- 
dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

5-(4-Benzyloxy- 1 ,3-dioxo- 1 ,3-dihydro-isoindol-2-ylmethyl)-2-(oxalyl-amino)-4,7- 
dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

5-(4-Fluoro- 1 ,3-dioxo- 1 ,3-dihydro-isoindol-2-yImethyl)-2-(oxalyl-amino)-4,7- 
dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

5-( 1 ,3-Dioxo- 1 ,3-dihydro-benzo[f]isoindol-2-ylmethyl)-2-(oxalyl-amino)-4,7- 
dihydro-5H-thienot2,3-c]pyran-3-carboxylic acid; 

5-(5-Acetylamino- 1 ,3-dioxo- 1 ,3-dihydro-isoindol-2-ylmethyl)-2-(oxalyl-amino)- 
4,7-dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

5-(4- Acetylamino- 1 ,3-dioxo- 1 ,3-dihydro-isoindol-2-ylmethy l)-2-(oxalyl-amino)- 
4,7-dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

5-(5,7-Dioxo-5,7-dihydro-pyrrolo[3,4-b]pyrazin-6-ylmethyl)-2-(oxalyl-amino)- 
4,7-dihydro-5H-thieno[2,3-c]pyran-3-carboxylicacid; 
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7-(5J-Dioxo-5J-dihydro-pyrrolo[3,4-b]pyridin-6-ylmethyl)-2-(oxalyl-amino)- 
4,7-dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

5<5J-Dioxo-5J-dihydro-pyrrolo[3,4-b]pyridin-6-ylmethyl)-2-(oxalylamino)-4 
dihydro-5H-thieno[2,3<]pyran-3-carboxylic acid; 

5-(5J-Dioxo-5J-dihydro-pyrrolo[3,4<]pyridin-6-ylmethyl)-2^oxalyl-amino)- 
4,7-dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

5^5-Nitro-13-dioxo-l,3-dihydro-isoindol-2-ylmethyl)-2<oxalyl-amino)-4,7- 
dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

5-(5-Hydroxy- 1 ,3-dioxo- 1 ,3-dihydro-isoindol-2-y lmethyl)-2-(oxalyl-amino)-4,7- 
dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

5-(4-Methoxy- 1 ,3-dioxo- 1 3-dihydro-isoindol-2-ylmethyl) (oxalyl-amino)-4,7- 
dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

5-(4-Nitro- 1 ,3-dioxo- 1 ,3-dihydro-isoindol-2-ylmethyl)-2-(oxalyl-amino)-4,7- 
dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

5-(4.(4-Chloro-phenylsulfanyl)-6-methyl-l,3-dioxo-l,3-dihydro-pyiTolo[3,4- 
c]pyridin-2-ylmethyl)-2-(oxalyl-amino)-4,7-dihydro-5H-thieno[2,3-c]pyran-3-carboxylic 
acid; 

5-(3-Imidazol-l-yl-2,5-dioxo-pyrrolidin-l-ylmethyl)-2-(oxalyl-amino)-4,7- 
dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

Oxalic acid 3-carboxy-2-(oxalyl-amino)-4,7-dihydro-5H-thieno[2,3-c]pyran-5- 
ylmethyl este rmethyl; 

Oxalic acid (3-carboxy-2-(oxalyl-amino)-4,7-dihydro-5H-thieno[2,3-c]pyran-5- 
ylmethyl) ester; 

7-Hydroxymethyl-2-(oxalyl-amino)-4,7-dihydro-5H-thieno[2,3-c]pyran-3- 
carboxylic acid; 

7-(2,4-Dioxo-thiazolidin-3-ylmethyl)-2-(oxalyl-amino)-4,7-dihydro-5H-thieno[23 
c]pyran-3-carboxylic acid; 

7-( 1 ,3-Dioxo- 1 ,3-dihydro-isoindol-2-yloxymethyl)-2-(oxalyl-amino)-4,7-dihydro- 
5H-thieno[2,3-c]pyran-3-carboxylic acid; 

7-(4-Hydroxy-l,3-dioxo-l,3-dihydro-isoindol-2-ylmethyl)-2-(oxalyl-amino)-4,7- 
dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

5-(5-Methoxy-l ,3-dioxo- l,3-dihydro-isoindol-2-ylmethyl)-2-(oxalyl-amino)-4,7- 
dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

7-(5J-Dioxo-5,7-dihydro-[l,3]dioxolo[4,5-f]isoindol-6-ylmethyl)-2-(oxalyl- 
amino)-4,7-dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 
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7-(((Benzo[ 1 ,3]dioxole carbonyl)amino)methyl)-2-(oxalyl-amino)-4,7-dihydro-5H- 
thieno[2,3-c]pyran-3-carboxylicacid; 

7-(3-(2,4-Dimethoxy-phenyl)ureidomethyl)-2-(oxalyl-amino)-4,7-dihydro-5H- 
thieno[2,3-c]pyran-3-carboxylic acid; 

2-(Oxalyl-amino)-5-phenylcarbamoyl-4,7-dihydro-5H-thieno[2,3-c]pyran-3- 
carboxylic acid; 

5-Benzylcarbamoyl-2-(oxalyl-amino)-4,7-dihydro-5H-thieno[2,3-c]pyran-3- 
carboxylic acid; 

2-(Oxalyl-amino)-4,7-dihydro-5H-thieno[2,3-c]pyran-3,7-dicarboxylic acid 7-ethyl 

ester; 

7-Benzylcarbamoyl-2-(oxalyl-amino)-4,7-dihydro-5H-thieno[2,3-c]pyran-3- 
carboxylic acid; 

7-((2-(4-Methanesulfonyl-phenyl)-acetylam 
dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

2-((3-Carboxy-2-(oxalyl-amino)-4,7-dihydro-5H-thieno[2,3-c]pyran-5-ylmethyl)- 
carbamoyl)nicotinic acid; 

7-(2,4-Dioxo-5-pyridin-2-ylmethylene-thiazolidin-3-ylmethyl)-2-(oxalyl-amin 
4,7-dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

7-(2,4-Dioxo-5-pyridin ylmethyl-thiazolidin-3-ylmethyl)-2-(oxalyl-amino)-4,7- 
dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

7-(5-(4-Methoxy-benzylidene)-2,4-dioxo-thiazolidin-3-ylmethyl)-2-(oxalyl-amino)- 
4,7-dihydro-5H-thieno[2,3*c]pyran-3-carboxylic acid; 

7-(5-(4-Acetylamino-benzylidene)-2,4-dioxo4hiazolidin-3-ylmethyl)-2-(oxalyl- 
amino)-4,7-dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

7-(5-(3,5-Dimethoxy-benzyIidene)-2,4-dioxo-thiazolidin-3-ylmethyl)-2-(oxalyl- 
amino)-4,7-dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

7-[5-(l H-ImidazoM(5)-ylmethylene)-2,4-dioxo-thiazolidin-3-ylmethyl]-2-(oxalyl- 
amino)-4,7-dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

5-(l,3-Dioxo-4,7-epoxido- 1,3*4,5,6 ,7-hexahydro-isoindol-2-ylmethyl)-2-(oxalyl- 
amino)-4,7-dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

7-(((2R) Amino-3-phenyl-propionylamino)methyl)-2-(oxalyl-amino)-4,7-dihydro-- 
5H-thieno[2,3-c]pyran-3-carboxylic acid; 

7-((2-Acetylamino-3-(4-hydroxy-phenyl)-propionylamino)methyl)-2-(oxalyl- 
amino)-4,7-dihydro«5H-thieno[2,3-c]pyran-3-carboxylic acid; 

7-((2-Acetylamino-3-methyl-butyrylamino)methyl)-3-(oxalyl-amino)-4,7-dih 
5H-thieno[2,3-c]pyran-3-carboxylic acid; 
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2-(Oxalyl-amino)-7-( 1 , 1 ,3-trioxo- 1 ,3-dihydro- 1 H-benzo[d]isothiazol-2-ylmethyl)- 
4,7-dihydro-5H-thieno[2,3-c]pyran-3-carboxylicacid; 

2-(Oxalyl-amino)-7-( 1 , 1 ,3-trioxo- 1 H-benzo[d]isothiazol-3-yloxomethyl)-4,7- 
dihydro-5H-thieno[2,3-c]pyran-3-carboxylicacid; 

2-(Oxalyl-amino)-7-(3-oxo-3H-benzo[d]isoxazol-2-ylmethyl)-4,7-dihydro-5H- 
thieno[2,3-c]pyran-3-carboxylicacid; 

2-(OxalyI-amino)-7-(l , 1 ,3-trioxo-5-phenyl- 1 ,3-dihydro-isothiazol-2-ylmethyl)- 
4,7-dihydro-5H-thieno[2,3-c]pyran-3-carboxylicacid; 

7-( 1 1 -Dioxo-5-phenyl- 1 H-isothiazol-3-yloxymethyl)-2-(oxalyl-amino)-4,7- 
dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

2-(Oxalyl-amino)-5-(l , 1 ,3-trioxo-5-phenyl- 1 ,3-dihydro-isothiazol-2-ylmethyl)- 
4,7-dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

5-(l,l-Dioxo-5-phenyl-lH-isothiazol-3-yloxymethyl)-2-(oxalyl-amino)-4,7- 
dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

5-(6-Chloro- 1 , 1 ,3-trioxo-2,3-dihydro-4H-thieno[3,2-e]- 1 ,2,4-thiadiazin-2- 
ylmethyl)-2-(oxalyI-amino)-4,7-dihydro-5H-thieno[2,3-c]pyran-3-carboxylicacid; 

5-(6-Chloro- 1 , 1 -dioxo-4H-thieno[3,2-e]- 1 ,2,4-thiadiazine-3-yloxymethyl)-2- 
(oxalyl-amino)-4,7-dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

7-( 1 ,3-Dioxo- 1 ,3-dihydro-benzo[d]isothiazol-2-ylmethyl)-2-(oxalyl-amino)-4,7- 
dihydro-5H-thieno[2,3-c]pyran carboxylic acid; 

5-( 1 ,3-Dioxo- 1 ,3-dihydro-benzo[d]isothiazol-2-ylmethyI)-2-(oxalyl-amino)-4,7- 
-dihydro^5H-tffieno[2;3^ 

5-(5-Benzyl-l,l-dioxo-[l,2,5]thiadiazolidin-2-ylmethyl)-2-(oxaIyl-amino)-4,7- 
dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

5-(5-Ethyl- 1 , 1 -dioxo-[ 1 ,2,5]thiadiazolidin-2-ylmethyl)-2-(oxalyl-amino)-4,7- 
dihydro-5H-thieno[2,3-c]pyran-3-carboxylicacid; 

2-(Oxalyl-amino)-7-(l-oxo-l,3-dihydro-isoindol-2-ylmethyI)-4,7-dihydro-5H- 
thieno[2,3-c]pyran-3-carboxylic acid; 

2-(OxaIyI-amino)-5-(2,2,2-trifluoro-acetoxymethyl)-4,7-dihydro-5H-thieno[2,3- 
c]pyran-3-carboxylic acid; 

5-(((Benzo[l ,3]dioxol-5-ylmethyl)-amino)methyl)-2-(oxalyl-amino)-4,7-dihydro- 
5H-thieno[2,3-c]pyran-3-carboxylic acid; 

5-((2-Methoxy-benzylamino)methyl)-2-(oxalyl-amino)-4,7-dihydro-5H-thieno[2,3- 
c]pyran-3-carboxylic acid; 

5-((2-Benzo[l 3]dioxol yI-acetylamino)methyI)-2-(oxalyl-amino)-4,7-dihydro-5H- 
thieno[2,3-c]pyran-3-carboxylicacid; 
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5-(((5-Methoxy-2-rnethyl-l H-indol-3-carbonyl)amino)methyl)-2-(oxalyl-amino)- 
4,7-dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 

5-( 1 ,3-Dioxo-5-propylcarbamoy 1- 1 ,3-dihydro-isoindol-2-ylmethyl)-2-(oxalyl- 
amino)-4,7-dihydro-5H-thieno[2,3-c]pyran-3-carboxylic acid; 
or a salt thereof with a pharmaceutical^ acceptable acid or base, or any optical isomer 
ormixture of optical isomers, including a racemic mixture, or any tautomeric form, or 
prodrug thereof. 

220. (new) A compound of Formula 1 




Formula 1 

wherein 

n is 1 or 2; 

m is 1 or 2; 

Y is O, S, SO or S0 2 ; 

Ri is COOH, COOC r C 6 alkyl, COOarylC,-C 6 alkyl, COOC r C 6 alkylcarbonyloxyC r 
C 6 alkyl, COOC r C 6 alkylcarbonyloxyarylC r C 6 alkyl or a 5-membered heterocycles 
selected from the group consisting of: 
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R 2 is hydrogen; 

R 3 is hydrogen, C r C 6 alkyl, arylC r C 6 alkyl, C,-C 6 alkylcarbonyloxyC r C 6 alkyl or C r 
C 6 alkylcarbonyloxyarylC r C 6 alkyl; 

R4 is hydrogen, C r C 6 alkyl, aryl, arylC r C 6 alkyl; wherein the alkyl and aryl groups are 
optionall y substituted as defined below ; 

R 5 , is hydrogen, trihalomethyl, C,-C 6 alkyl, aryl, arylC,-C 6 alkyl, C,-C 6 alkyloxycarbonyl, 
aryloxycarbonyl, arylC,-C 6 alkyloxycarbonyl, C r C 6 alkyloxy, C r C 6 alkyloxyC r C 6 alkyl, 
aryloxyC r C 6 alkyl, arylC r C 6 alkyloxyC r C 6 -alkyl, NR 7 R g , C r C 6 alkylaminoC r C 6 alkyl, 
arylCi-CgalkylaminoCrCealkyl, di(arylC|-C 6 alkyl)aminoCrC 6 alkyl, C,-C 6 alkylcarbonyl, 
CpCealkylcarbonylCpQalkyl, arylC r C 6 alkylcarbonyl, arylC r C 6 alkylcarbonylC,- 
C 6 alkyl, Ci-C 6 alkylcarboxyC r C 6 alkyl, arylcarboxyC r C 6 alkyl, arylC r C 6 alkylcarboxyC|- 
C 6 alkyl, C 1 -C 6 alkylcarbony lamino, C 1 -Qalkylcarbonyl-aminoC 1 -C 6 alky 1, 
-carbonylNR 8 C r C 6 alkylCOR 10 , wherein R 10 is NR 7 R 8 , or C,-C 6 alkylNR 7 R 8> arylCi- 
C 6 alkylcarbonylamino, arylCrCealkylcarbonylaminoCrCealkyl, CONR 7 R g , C r 
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C 6 alkylCONR 7 R8 or arylaminocarbonylaminoC r C 6 alkyl; wherein the alkyl and aryl 
groups are optionally substituted as defined below and; 

R6 is trihalomethyl, C r C 6 alkyl, aryl, arylC r C 6 alkyl, C r C 6 alkyloxycarbonyl, 
aryloxycarbonyl, arylC r C 6 alkyloxycarbonyl, C r C 6 alkyloxy, C r C 6 alkyloxyCi-C 6 alkyl, 
aryloxyC r C 6 alkyl, arylC r C 6 alkyloxyC r C 6 -alkyl 5 NR 7 R 8 , C r C 6 alkylaminoC r C 6 alkyl, 
arylC r C 6 alkylaminoC r C 6 alkyl, di(arylC r C 6 alkyl)aminoC r C 6 alkyl, C r C 6 alky lcarbony 1, 
C i -C 6 alky Icarbony 1C i -Qalky 1 , ary 1C i -C 6 alky lcarbony 1, ary 1C r C 6 alky lcarbony 1C i - 
C 6 alkyl, C r C 6 alkylcarboxyCi-C 6 alkyl, arylcarboxyC r C 6 alkyl, arylC r C 6 alkylcarboxyC r 
C 6 alkyl, C r C 6 alkylcarbonylamino, carbonylNR 8 Ci-C 6 alkylCOR I0 /wherein R 10 is NR 7 R 8 , 
or C r C 6 alkylNR 7 R 8) ary lCi-C 6 alky lcarbony lamino, ary lC r C 6 alky lcarbony laminoC r 
C 6 alkyl, CONR 7 R 8 , or arylaminocarbonylaminoC r C 6 alkyl; wherein the alkyl and aryl 
groups are optionally substituted as defined below and; 

R 7 and R 8 are independently selected from hydrogen, C r C 6 alkyl, aryl, arylC r C 6 alkyl, 
C r C 6 alkylcarbonyl, C r C 6 alkylcarboxy or arylC r C 6 alkylcarboxy, a saturated or partial 

- partially- saturatedxycli^^ 

R 7 and R 8 together with the nitrogen to which they are attached form a saturated, partially 
saturated or aromatic monocyclic, bicyclic or tricyclic ring system containing from 3 to 14 
carbon atoms and from 0 to 3 additional heteroatoms selected from nitrogen, oxygen or 
sulphur, wherein the ring system is optionally substituted with at least one Ci-C 6 alkyl, 
aryl, arylC r C 6 alkyl, hydroxy, C r C 6 alkyloxy, C r C 6 -alkyloxyC r C 6 alkyl, C r C 6 alkyl- 
aminoC r C 6 alkyl or NRnRn, wherein R u and R\ 2 are independently selected from 
hydrogen, C r C 6 alkyl, aryl, arylC r C 6 alkyl, C r C 6 alky lcarbony 1, ary lcarbony 1, arylC r 
Qalkylcarbonyl, C r C 6 alkylcarboxy or arylC r C 6 alkylcarboxy; wherein the alkyl and aryl 
groups are optionally substituted as defined below, 

wherein the optionally substituted alkyl groups are substituted with one or more groups 
independently selected from halo, cyano, nitro, trihalomethyl, carbamoyl, hydroxy, oxo, 
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COOR 35 C r C 6 alkyl, C r C 6 alkyloxy, aryloxy, arylC r C 6 alkyloxy 5 C r C 6 alkylamino, 
arylamino, arylC r C 6 alkylamino, di(arylC r C 6 alkyl)amino, C r C 6 alkylcarbonyl, arylCp 
Qalkyicarbonyl, C r C 6 alkylcarboxy, arylcarboxy, arylC r C 6 alkylcarboxy, C r 
Qalkylcarbonylamino, -C r C 6 alkylaminoCORi 3) wherein R 13 is C r C 6 alkyl, aryl, arylC r 
C 6 alkyl, C r C 6 alkyloxy 5 aryloxy, arylC r C 6 alkyloxy, ary ICj^alky lcarbony lamino, 
tetrahydrofuranyl, morpholinyl, piperazinyl, or a saturated or paflial -partiallv saturated 
cyclic 5, 6 or 7 membered amine, imide or lactam; 

and wherein the optionally substituted aryl group is substituted with a group selected 
from halo, nitro, cyano, trihalomethyl, C r C 6 alkyl, aryl, arylC r C 6 alkyl, hydroxy, C r 
C 6 alkyloxy, C r C 6 alkyloxyC r C 6 alkyl, aryloxy, arylC r C 6 alkyloxy, arylC r C 6 alkyloxyCi- 
Qalkyl, C r C 6 alkylamino, Ci-C 6 alkylaminoC r C 6 alkyl, arylamino, aiylC r C 6 alkylamino, 
ary 1C j -C 6 alky laminoC r C 6 alky 1, di(ary 1C i -C 6 alky l)aminoCi -C 6 alky 1, C \ -C 6 alky lcarbony 1, 
C i -C 6 alky IcarbonylC i -C 6 alky 1, ary 1C i -Qalky lcarbony 1, ary lCi -C 6 alky lcarbony 1C i - 
Qalkyl, C r C 6 alkylcarboxy, C r C 6 alkylcarboxyC r C6alkyl, arylC r C 6 alkylcarboxy, 
arylC|-C 6 alkylcarboxyC r C 6 alkyl, C r C 6 alky lcarbony lamino, C r 

— eplkylearbonylaminoeT-e^^ 

alky lcarbony laminoCpC 6 alkyl. 

221. (new) A compound of Formula 1 




Formula 1 



wherein 



n is 1 or 2; 
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m is 1 or 2; 

Y is 0, S, SO or S0 2 ; 

R, is COOH, COOC r C 6 alkyl, COOarylC,-C 6 alkyl, COOCi-C 6 alkylcarbonyloxyC r 
Qalkyl, COOC r C 6 alkylcarbonyloxyarylC,-C 6 alkyl or a 5-membered heterocycles 
selected from the group consisting of: 



H 

>* 








O » '/ 




o'V OH 
















fr 



o 
J 

R2-is.hy.drOgen; 



R 3 is hydrogen, d-Qalkyl, arylC,-C 6 alkyl, d-C 6 alkyIcarbonyloxyd-C 6 alkyl or C r 
C 6 alkylcarbonyloxyarylCi-C 6 alkyl; 

R, is hydrogen, C r C 6 alkyl, aryl, arylC r C 6 alkyl; wherein the alkyl and aryl groups are 
optionally substituted as defined below; 

R 5 , is trihalomethyl, C,-C 6 alkyl, aryl, arylC r C 6 alkyl, C,-C 6 alkyloxycarbonyl, 
aryloxycarbonyl, arylC t -C 6 alkyloxycarbonyl, C,-C 6 alkyloxy, C r C 6 alkyloxyC|-C 6 alkyl, 
aryloxyC,-C 6 alkyl, aryld-QalkyloxyCpCe-alkyl, NR 7 R 8 , C|-C 6 alkylaminoC,-C 6 alkyl, 
arylC 1 -C 6 alkylaminoCi-C 6 alkyl, di(arylC|-C 6 alkyl)aminoCrC 6 alkyl, C,-C 6 alkylcarbonyl, 
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C,-C 6 alkylcarbonylC r C 6 alkyl, arylC r C 6 alkylcarbonyl, arylC r C 6 alkylcarbonylC r 
C 6 alkyl, Ci-C 6 alkylcarboxyC,-C 6 alkyl, arylcarboxyC r C 6 alkyl, arylC r C 6 alkylcarboxyCr 
C 6 alkyl, C r C 6 alkylcarbonylamino, C r C 6 alkylcarbonyl-aminoCi-C 6 alkyl, 
-carbonylNR 8 Ci-C 6 alkylCOR 10 , wherein R 10 is NR 7 R 8 , or C r C 6 alkylNR 7 R 8> arylC,- 
C 6 alkylcarbonylamino, arylCi-C 6 alkylcarbonylaminoCi-C 6 alkyl, CONR 7 R 8 , C r 
C 6 alkylCONR 7 R 8 or arylaminocarbonylaminoCi-Qalkyl; wherein the alkyl and aryl 
groups are optionally substituted as defined below and; 

Rgis hydrogen, trihalomethyl, d-C 6 alkyl, aryl, arylC r C 6 alkyl, C,-C 6 alkyloxycarbonyl, 
aryloxycarbonyl, arylC r C 6 alkyloxycarbonyl, C r C 6 alkyloxy, C r C 6 alkyloxyC r C 6 alkyl, 
aryloxyC,-C 6 alkyl, arylCi-C 6 alkyloxyC r C 6 -alkyl, NR 7 R 8 , Ci-QalkylaminoCrCealkyI, 
ary 1C , -QalkylaminoC r C 6 alky 1, di(arylC, -Qalky l)aminoC , -Qalky 1, C , -Qalky lcarbonyl, 
C ,- C 6 alkylcarbony 1C r C 6 alkyl, arylC ,-C 6 alkylcarbony 1, arylC i -Qalkylcarbony 1C i - 
C 6 alkyl, C r C 6 alkylcarboxyCi-C 6 alkyl, arylcarboxyC r C 6 alkyl, arylC r C 6 alkylcarboxyCi- 
C 6 alkyl, C,-C 6 alkylcarbonylamino, carbonylNRsCi-CealkylCORicwherein R 10 is NR 7 R 8 , 
or C,-C 6 alkylNR 7 R 8> arylC r C 6 alkylcarbonylamino, arylC,-C 6 alkylcarbonylaminoC r 
C 6 alkyl, CONR 7 R s , or arylaminocarbon ylaminoCi -C 6 alkyl; wherein the alkyl and aryl 
groups are optionally substituted as defined below and; 

R 7 and R 8 are independently selected from hydrogen, CpQalkyl, aryl, arylC|-C 6 alkyl, 
C r C 6 alkylcarbonyl, Ci-C 6 alkylcarboxy or arylC|-C 6 alkylcarboxy, a saturated or partial 
partially s aturated cyclic 5, 6 or 7 membered amine, imide or lactam, or 
R 7 and R 8 together with the nitrogen to which they are attached form a saturated, partially 
saturated or aromatic monocyclic, bicyclic or tricyclic ring system containing from 3 to 14 
carbon atoms and from 0 to 3 additional heteroatoms selected from nitrogen, oxygen or 
sulphur, wherein the ring system is optionally substituted with at least one C]-C 6 alkyl, 
aryl, arylC r C 6 alkyl, hydroxy, C r C 6 alkyloxy, C,-C 6 -alkyloxyC r C 6 alkyl, C r C 6 alkyl- 
aminoC r C 6 alkyl or NRnRi 2 , wherein Rn and R t2 are independently selected from 
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hydrogen, C r C 6 alkyl, aryl, arylC r C 6 alkyl, C r C 6 alkylcarbonyl 9 arylcarbonyl 3 arylC,- 
C 6 alkylcarbonyl, C r C 6 alkylcarboxy or arylC r C 6 alkylcarboxy; wherein the alkyl and aryl 
groups are optionally substituted as defined below, 

wherein the optionally substituted alkyl groups are substituted with one or more groups 
independently selected from halo, cyano, nitro, trihalomethyl, carbamoyl, hydroxy, oxo, 
COOR 3 ,C r C 6 alkyl, C r C 6 alkyloxy, aryloxy, arylC r C 6 alkyloxy, C r C 6 alkylamino, 
arylamino, aiylC r C 6 alky lamino, di(arylC r C 6 alkyl)amino, C r C 6 alkylcarbonyl, arylC r 
C 6 alkylcarbonyl, C r C 6 alkylcarboxy, arylcarboxy, arylC r C 6 alkylcarboxy s C r 
C 6 alkylcarbonylamino, -Ci-C 6 alkylaminoCORi 3 , wherein R 13 is C r C 6 alkyl, aryl, arylC r 
C 6 alkyl, C r C 6 alkyloxy, aryloxy, arylC r C 6 alkyloxy, ary lC r C 6 alky lcarbony lamino, 
tetrahydrofuranyl, morpholinyl, piperazinyl, or a saturated or partkt -partially saturated 
cyclic 5, 6 or 7 membered amine, imide or lactam; 

and wherein the optionally substituted aryl group is substituted with a group selected 
from halo, nitro, cyano, trihalomethyl, C r C 6 alkyl, aryl, arylC r C 6 alkyl, hydroxy, C r 
Qalkyloxy, C r C 6 alkyloxyC r C 6 alkyl, aryloxy, arylC r C 6 alkyloxy, arylC r C 6 alkyloxyC r 

QatkylrereGalkylamm^^ 

ary 1C t -C 6 alky laminoC i -C 6 alky 1 , di(ary 1C { -C 6 alky l)aminoC \ -C 6 alky 1, C r C 6 alky lcarbony 1, 
C r C 6 alkylcarbonylC r C 6 alkyl, arylC r C 6 alkylcarbonyl, ary lC r C 6 alky lcarbony lC r 
Qalkyl, C r C 6 alkylcarboxy, C r C 6 alkylcarboxyC r C 6 alkyl, arylCi-C 6 alkylcarboxy, 
aiylC r C 6 alkylcarboxyC r C 6 alkyl, C r C 6 alky lcarbony lamino, C r 
C 6 alky lcarbony laminoC r C 6 alkyl, ary lC r C 6 alky lcarbony lamino, arylC r Ch- 
alky lcarbony laminoC i -C 6 alky 1 . 
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